We herein report a case of severe aplastic anemia diagnosed in an 8-year-old girl with a previous diagnosis of autoimmune hepatitis. We found significantly increased CD8+ and CD68+ cell numbers in her bone marrow, which can induce severe organ damage, refractory to immunosuppressive therapy. (J Nippon Med Sch 2018; 85: 241 244) 
Introduction
Autoimmune hepatitis is active hepatitis characterized serologically by the presence of circulating autoantibodies. Histologically, this disorder exhibits dense mononuclear cell infiltrates in the portal tracts and progressive destruction of the hepatic parenchyma. Without treatment, autoimmune hepatitis often progresses to cirrhosis.
Reported cases of autoimmune hepatitis in children are extremely rare 1 .
Hepatitis-associated aplastic anemia is also rare, accounting for 3 5% of all aplastic anemia cases 2 . Patients typically develop severe aplastic anemia 2 to 3 months after an episode of acute hepatitis. If untreated, hepatitisassociated aplastic anemia is often fatal and presents within a few months after the onset of hepatitis.
Here, we report a case of aplastic anemia diagnosed in an 8-year-old girl with a previous diagnosis of autoimmune hepatitis. Although she was treated with antithymoglobulin with cyclosporine, no hematological improvement was observed. She was then treated with hematological stem cell transplantation from a human leukocyte antigen (HLA) identical sibling, and subsequently exhibited a normal hematopoiesis condition as well as improvement of her hepatitis. We found an increased ratio of CD68-positive cells in initial bone marrow specimens when compared to another patient with aplastic anemia who showed an improved hematological condition after treatment with anti-thymoglobulin and cyclosporine.
Case
An 8-year-old girl was admitted to our hospital because of jaundice and general fatigue. There was no family history of hepatitis, autoimmune disease, or hematological disorders. She had not received any blood transfusions.
On admission, her skin and ocular bulbs were icteric, and there was no hepatosplenomegaly. Laboratory examination showed the following: aspartate aminotrans- Nine days after admission, her leukocyte and platelet counts decreased rapidly to 2,000/μL, and 6.4×10 4 /μL respectively. We considered her diagnosis to be aplastic anemia associated with hepatitis.
Pathological examination of her liver and bone marrow showed chronic active hepatitis with lobular involvement and piecemeal necrosis, with bridging necrosis and resetting of liver cells (Fig. 1) , and slightly hypocellular bone Data are expressed as mean ± standard deviation (SD).
Differences between groups were compared using the Mann-Whitney test. A P-value of <0.05 was considered statistically significant.
Results
Histochemical examination of the pretreatment bone marrow specimens showed hypoplastic bone marrow with an increased ratio of CD8-positive cells when compared with a pretreatment bone marrow sample from a patient with aplastic anemia in whom immunosuppressive therapy was successful ( Fig. 2b and Fig. 2h, Table) . The ratio of CD68-positive cells was also significantly higher in the present case when compared to the case with successful immunosuppressive therapy ( Fig. 2c and Fig. 2i, Table) .
In addition, CD8-and CD68-positive cells in the present case remained high after immunosuppressive therapy when compared to the case with successful immunosuppressive therapy (Fig. 2e, 2f, 2h and 2i, Table) .
Discussion
Here, we reported on an 8-year-old girl with autoimmune hepatitis who was then diagnosed with severe aplastic anemia and failed to return to a normal hematological status with immunosuppressive therapy. Recently, Wang et al. reported that patients with hepatitisassociated aplastic anemia (HAAA) had a higher CD8+
proportion along with an increased ratio of CD8+/CD4+ when compared to patients with non-HAAA 4 . They also reported that patients with HAAA showed an early infection rate and lower 2-year survival rate, indicating The bone marrow specimens were microscopically examined at 400 times magnification. In every specimen three fields were randomly selected in the bone marrow to count the positive cells, from which the mean was taken for analysis. The percentage of positive cells was calculated as the number of positive cell divided by the total number of nuclear cells in the counted areas. Data are expressed as mean±standard deviation (SD). Differences between groups were compared using the Mann-Whitney test. A Pvalue of <0.05 was considered statistically significant. patient may cause more severe damage to hematopoietic stem cells.
In conclusion, we reported a case of severe aplastic anemia with increased numbers of CD8+ and CD68+ cells in an 8-year-old girl previously diagnosed with autoimmune hepatitis. These increased numbers of lymphocytes and macrophages might have caused more severe damage to hematopoietic stem cells, refractory to immunosuppressive treatment.
